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=> d his nofile 



(FILE 'HOME' ENTERED AT 10:02:23 ON 13 JUL 2006) 

'REGISTRY' ENTERED AT 10:02:31 ON 13 JUL 2006 
STRUCTURE UPLOADED 
1 SEA SSS SAM LI 
D QUE LI 

9 SEA SSS FUL LI 
D SCAN 

FILE ' STNGUIDE ' ENTERED AT 10:03:59 ON 13 JUL 2006 



FILE 

LI 

L2 

L3 



FILE 'CAPLUS' ENTERED AT 10:04:48 ON 13 JUL 2006 
E US2004-789165/APPS 

L4 1 SEA ABB=ON PLU=ON US2004-789165/AP 

SEL RN L4 



FILE 'REGISTRY' ENTERED AT 10:05:04 ON 13 JUL 2006 
L5 : 15 SEA ABB=ON PLU=ON (1121-60-4/BI OR 156-43-4/BI OR 4315-07-5/B 

I OR 473719-41-4/BI OR 473720-89-7/BI OR ; 473720-92-2/BI OR 
5345-47-1/BI OR 752244-90-9/BI OR 752244-91-0/BI OR 752244-92-1 
/BI OR 752244-93-2/BI OR 752244-94-3/BI OR 752244-95-4/BI OR 
752244-96-5/BI OR 7764-95-6/BI) 

D SCAN 

FILE 'REGISTRY' ENTERED AT 10:05:45 ON 13 JUL 2006 : 

L6 : 6 SEA ABB=ON PLU=ON L5 AND L3 



FILE 'CAPLUS' ENTERED AT 10:06:00 ON 13 JUL 2006 
L7 . 2 SEA ABB=ON PLU=ON L6 

L8 : 2 SEA ABB=ON PLU=ON L3 

L9 ; 2 SEA ABB=ON PLU=ON (L7 OR L8 OR L4) 



L10 



FILE ' BEILSTEIN ' ENTERED AT 10:06:24 ON 13 JUL 2006; 
i 0 SEA SSS FUL LI 



Lll 

L12 

L13 



FILE 'MARPAT' ENTERED AT 10:06:43 ON 13 JUL 2006 
: 0 SEA SSS SAM LI 
: 3 SEA SSS FUL LI 

2 SEA ABB=ON PLU=ON L12 NOT L9 



FILE 'CAPLUS' ENTERED AT 10:07:17 ON 13 JUL 2006 
E COLLINS T/AU 

L14 i03 SEA ABB=ON PLU=ON ("COLLINS T"/AU OR "COLLINS T L"/AU OR 

"COLLINS T L D"/AU OR "COLLINS T L JR"/AU OR "COLLINS T LEO 
JR" /AU OR "COLLINS TASSIE"/AU OR "COLLINS TASSIE L"/AU OR 
"COLLINS TASSIE LYNNE "/AU) 

E JOHNSON M/AU 



L15 


7132 


SEA ABB=ON 
E MA J/AU 


PLU=ON 


JOHNSON M? /AU 


LI 6 


7716 


SEA ABB=ON PLU=ON 
E MEDINA J/AU 


MA J7/AU 


L17 


185 


SEA ABB=ON 


PLU=ON 


("MEDINA J"/AU OR "MEDINA J C"/AU OR 



"MEDINA J C O" /AU OR "MEDINA JULIO"/AU OR "MEDINA JULIO C"/AU 
OR "MEDINA JULIO CESAR"/AU OR "MEDINA JULIO VARGAS"/AU) 

E MIAO S/AU 

LI 8 57 SEA ABB=ON PLU=ON ("MIAO S"/AU OR "MIAO S B"/AU OR "MIAO S 

H" /AU OR "MIAO S L"/AU OR "MIAO S M"/AU OR "MIAO S P"/AU OR 



Saloni 



Sharma 



07/13/2006 




Jaisle 10/789,165 Page 2 



"MIAO S Q"/AU OR "MIAO S W'/AU OR "MIAO S Y"/AU OR "MIAO 
SCHICHANG" /AU) 

E TONN G/AU 

L19 20 SEA ABB=ON PLU=ON ("TONN G"/AU OR "TONN G R"/AU OR "TONN 

GARY A"/AU OR "TONN GEORGE "/AU OR "TONN GEORGE R"/AU OR "TONN 
GEORGE ROGER" /AU) 

E SCHNEIDER M/AU 

L20 1357 SEA ABB=ON PLU=ON ("SCHNEIDER M"/AU OR : "SCHNEIDER M A"/AU OR 

"SCHNEIDER M ALEXANDER" /AU OR "SCHNEIDER lM B"/AU OR "SCHNEIDER 
M C " / AU OR "SCHNEIDER M CHARLES" /AU OR "SCHNEIDER M D"/AU OR 
"SCHNEIDER M DEL P"/AU OR "SCHNEIDER M E'f/AU OR "SCHNEIDER M 
F" /AU OR "SCHNEIDER M FRANZ "/AU OR "SCHNEIDER M G"/AU OR 
"SCHNEIDER M H"/AU OR "SCHNEIDER M I"/AU OR "SCHNEIDER M J"/AU 
OR "SCHNEIDER M J T"/AU OR "SCHNEIDER M K H"/AU OR "SCHNEIDER 
M K J"/AU OR "SCHNEIDER M L"/AU OR "SCHNEIDER M M"/AU OR 
"SCHNEIDER M M E"/AU OR "SCHNEIDER M 0"/AU OR "SCHNEIDER M 
P" /AU OR "SCHNEIDER M P C"/AU OR "SCHNEIDER M R"/AU OR 
"SCHNEIDER M S"/AU OR "SCHNEIDER M U'VAU^OR "SCHNEIDER M V"/AU 
OR "SCHNEIDER M W"/AU OR "SCHNEIDER M WENDY "/AU OR "SCHNEIDER 
MANFRED "/AU OR "SCHNEIDER MANFRED DIPL ING"/AU OR "SCHNEIDER 
MANFRED K H"/AU OR "SCHNEIDER MANFRED KARL HEINRICH" /AU OR 
"SCHNEIDER MANFRED P"/AU) 

L21 ; 14 SEA ABB=ON PLU=ON (L14 AND (L15 OR L16^0R L17 OR L18 OR L19 

OR L20 ) ) OR (L15 AND (L16 OR L17 OR L18 OR L19 OR L20)) OR 
(L16 AND (L17 OR L18 OR L19 OR L20) ) OR (L17 AND (L18 OR L19 
OR L20 ) ) OR (L18 AND (L19 OR L20) ) OR (L19 AND L20) 

L22 : 0 SEA ABB=ON PLU=ON L9 NOT (PY>2003 OR AY>2003 OR PRY>2003) 

=> file caplus 

FILE ' CAPLUS ’ ENTERED AT 10:15:36 ON 13 JUL 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (Cj 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of ; the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on ; STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 13 Jul 2006 VOL 145 ISS 3 
FILE LAST UPDATED: 12 Jul 2006 (20060712/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 

They are available for your review at: 

http://www.cas.org/infopolicy.html 

'OBI' IS DEFAULT SEARCH FIELD FOR 'CAPLUS' FILE 

=> d que 121 i 

L14 103 SEA FILE=CAPLUS ABB=ON PLU=ON ("COLLINS T"/AU OR "COLLINS T 

L" /AU OR "COLLINS T L D"/AU OR "COLLINS T L JR"/AU OR "COLLINS 
T LEO JR"/AU OR "COLLINS TASSIE"/AU OR "COLLINS TASSIE L"/AU 
OR "COLLINS TASSIE LYNNE" /AU) 
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L15 
LI 6 
L17 



L18 



LI 9 



L20 



L21 



7132 SEA FILE=CAPLUS ABB=ON PLU=ON JOHNSON M7/AU 

7716 SEA FILE=CAPLUS ABB=ON PLU=ON MA J?/AU ! 

185 SEA FILE=CAPLUS ABB=ON PLU=ON ( "MEDINA ! J" /AU OR "MEDINA J 

C"/AU OR "MEDINA J C 0"/AU OR "MEDINA JULIO" /AU OR "MEDINA 
JULIO C" /AU OR "MEDINA JULIO CESAR" /AU OR "MEDINA JULIO 
VARGAS "/AU) 

57 SEA FILE=CAPLUS ABB=ON PLU=ON ("MIAO S'VAU OR "MIAO S B"/AU 
OR "MIAO S H " / AU OR "MIAO S L"/AU OR "MIAO S M"/AU OR "MIAO S 
P " / AU OR "MIAO S Q" /AU OR "MIAO S W"/AU OR "MIAO S Y"/AU OR 
"MIAO SCHICHANG" /AU) 

20 SEA FILE=CAPLUS ABB=ON PLU=ON ("TONN G"/AU OR "TONN G R"/AU 
OR "TONN GARY A"/AU OR "TONN GEORGE" /AU OR "TONN GEORGE R"/AU 
OR "TONN GEORGE ROGER" /AU) 

1357 SEA FILE=CAPLUS ABB=ON PLU=ON ("SCHNEIDER M"/AU OR "SCHNEIDER 

M A" /AU OR "SCHNEIDER M ALEXANDER" /AU OR "SCHNEIDER M B"/AU 
OR "SCHNEIDER M C"/AU OR "SCHNEIDER M CHARLES" /AU OR "SCHNEIDER 
M D" / AU OR "SCHNEIDER M DEL P"/AU OR "SCHNEIDER M E"/AU OR 
"SCHNEIDER M F"/AU OR "SCHNEIDER M FRANZ" /AU OR "SCHNEIDER M 
G " / AU OR "SCHNEIDER M H"/AU OR "SCHNEIDER M I"/AU OR "SCHNEIDER 
M J" /AU OR "SCHNEIDER M J T"/AU OR "SCHNEIDER M K H"/AU OR 
"SCHNEIDER M K J"/AU OR "SCHNEIDER M L"/AU OR "SCHNEIDER M 
M"/AU OR "SCHNEIDER M M E"/AU OR "SCHNEIDER M 0"/AU OR 
"SCHNEIDER M P"/AU OR "SCHNEIDER M P C"/AU OR "SCHNEIDER M 
R"/AU OR "SCHNEIDER M S"/AU OR "SCHNEIDER M U"/AU OR "SCHNEIDER 
M V"/AU OR "SCHNEIDER M W"/AU OR "SCHNEIDER M WENDY"/AU OR 
"SCHNEIDER MANFRED" /AU OR "SCHNEIDER MANFRED DIPL ING"/AU OR 
"SCHNEIDER MANFRED K H"/AU OR "SCHNEIDER ; MANFRED KARL HEINRICH" 
/AU OR "SCHNEIDER MANFRED P"/AU) 

14 SEA FILE=CAPLUS ABB=ON PLU=ON (L14 AND (L15 OR L16 OR L17 OR 
L18 OR L19 OR L20) ) OR (L15 AND (L16 OR L17 OR L18 OR L19 OR 
L20) ) OR (L16 AND (L17 OR L18 OR L19 OR L20)) OR (L17 AND (L18 
OR L19 OR L20) ) OR (L18 AND (L19 OR L20) ) OR (L19 AND L20) 



=> d ibib abs 121 tot 



L2 1 1*4 

ACCESSION NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE : 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:540360 CAPLUS 

the SAR study of Benzodiazepine ; receptor bivalent 
ligands by low temperature NMR spectroscopy and X-ray 
analysis 

Huang, Shengming; Clayton, Terry; Dai, Minghuan; Yin, 
Wenyuan; Ma, Jun; Edwankar, Rahul; Sawant, 

Chitra; Van Linn, Michael; Teng,; Yun; Johnson, 

Merle; Forsterling, Holger F.; Cook, James M. 
Department of Chemistry, University of 
Wisconsin-Milwaukee, Milwaukee, WI, 53211, USA 
Abstracts, 37th Great Lakes Regional Meeting of the 
American Chemical Society, Milwaukee, WI, United 
States, May 31-June 2 (2006), GLRM-155. American 
Chemical Society: Washington, D. C. 



CODEN: 69ICX4 

DOCUMENT TYPE: Conference; Meeting Abstract 

LANGUAGE: English 

AB The stable conformations of GABAA-benzodiazepine receptor bivalent ligands 

which contained linkers of different length were determined by low temperature 



NMR 



spectroscopy and confirmed by single crystal X-ray anal. 1HNMR, 13CNMR, 
COSY, PECOSY, NOESY, ROESY and HSQC etc were run at variable temps, in 
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both protic and aprotic polar solvents. The results indicate the behavior 
in solution mirrors that in the solid state. The linear conformation is 
important for these dimers to access the BzR binding site and exhibit 
potent in vitro affinity. Bivalent ligands which folded back upon 
themselves did not bind to Bz receptors. Anal, of the results of this 
study reveals the type and length of linker play an . important role in the 
conformation of bivalent ligands and the affinity at BzR in these series. 
This will help to design bivalent ligands in the future. 



L2 1 .^N‘SWER%2^f" 1 4 

ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 

AB 



REFERENCE COUNT: 



derivatives as CCR4 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:315167 CAPLUS 
145:27899 

Optimization of 2-aminothiazole 
antagonists 

Wang, Xuemei; Xu, Feng; Xu, Qingge; Mahmud, Hossen; 
Houze, Jonathan; Zhu, Liusheng; Akerman, Michelle; 

Ton n, George; Tang, Liang; McMaster, Brian E.; 
Dairaghi, Daniel J.; Schall, Thomas J.; Collins, 

Tassie L.; Medina, Julio C. 

Amgen Inc., South San Francisco, CA, 94080, USA 
Bioorganic & Medicinal Chemistry Letters (2006), 
16(10), 2800-2803 
CODEN: BMCLE8 ; ISSN: 0960-894X i 
Elsevier B.V. 

Journal 
English 

A series of 2-aminothiazole antagonists of the CCR4 receptor were 
synthesized and their affinity for the receptor evaluated using a 
[125I]TARC (CCL17) displacement assay. Optimization of these compds . for 
potency . and pharmacokinetic properties led to potent, orally bioavailable 
antagonists. 

8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L21 ANSWER 3 OF 14 
ACCESSION NUMBER: 
TITLE: 

AUTHOR (S): 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:248858 CAPLUS 

Synthesis of the -CXCR3 antagonist AMG 487 
Johnson, Michael G.; Li, An-Rong; Liu, 

Jiwen; Marcus, Andrew P.; Huang/ Alan X.; Medina, 
Julio C. 

Department of Chemistry, Amgen Inc, South San 
Francisco, CA, 94114, USA 

Abstracts of Papers, 231st ACS National Meeting, 
Atlanta, GA, United States, March 26-30, 2006 (2006), 
ORGN-14 3 . American Chemical Society: Washington, D. 
C. " 

CODEN: 69HYEC 

Conference; Meeting Abstract; (computer optical disk) 
English 

AMG 487: is a small mol. antagonist of the chemokine ; receptor CXCR3, a 
biol. target expressed primarily on activated T cells and implicated in a 
variety of autoimmune diseases. In this poster we outline several 
synthetic routes to the 8-azaquinazolinone core found in AMG 487 and 
describe the optimized sequence that was employed to produce kilogram 
quantities of the final product in 6 steps, in 18% overall yield and >99% 
chemical and enantiomeric purity. 

L21 ANSWER 4 OF 14 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2006:248342 CAPLUS 



CORPORATE SOURCE: 



SOURCE 



DOCUMENT TYPE: 
LANGUAGE : 

AB 
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TITLE: 



AUTHOR (S) 



Optimization and biological profile of 2 , 3-substituted 
quinazolin-4-ones as potent CXO§r3 -antagonists 
Medina, Julio C.; Collins, Tassie L. 

; Johnson, Michael; Li, An-Rong; Fu, Zice; 

Liu, Jiwen; Huang, Alan; Tonn, George; 

Dairaghi, Daniel; Lawrence, Christopher; Hollander, 
Georges; Piali, Luca; Schall, Thomas; Sullivan, Tim; 

Ye, Qiuping 

Amgen SF, South San Francisco, CA, 94080, USA 
Abstracts of Papers, 231st ACS National Meeting, 

Atlanta, GA, United States, March 26-30, 2006 (2006), 
MEDI-190. American Chemical Society: Washington, D. 

C . " 

CODEN: 69HYEC 

Conference; Meeting Abstract; (computer optical disk) 
English 

CXCR3 is a chemokine receptor associated with the recruitment of leukocytes 
from the peripheral blood into inflamed tissue. The ligands for CXCR3 are 
Mig (CXCL9) , IP10 (CXCL10) and ITAC (CXCL11) . CXCR3 and its ligands are 
found in increased levels in samples of diseased tissue taken from 
patients suffering from organ transplant rejection, -inflammatory bowel 
disease, multiple sclerosis, psoriasis and rheumatoid arthritis. 

Therefore, it has been postulated that blockade of CXCR3 may play a 
beneficial role in the treatment of these diseases, j In this presentation 
we will ; describe the optimization of the potency and pharmacokinetic 
properties of a series of 2 , 3-substituted quinazolin-4-ones with potent 
CXCR3 antagonism that led to the discovery of the clin. candidate AMG 487. 

In addition, we will also discuss the efficacy of these compds . in several in 
vivo models . 



CORPORATE SOURCE 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 

AB 



L 2 1 

ACCESSION NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:248286 CAPLUS 

Discovery and optimization of a [series of 
2,3,4, 9-tetrahydro-lH-pyrido [3, 4-b] indole derivatives 
as CXCR3* antagonists 

Zhu, LiushencJ; Xu, Feng; Collins, Tassie L.; 

Medina, Julio C. 

Chemistry Department, Amgen SF, ; South San Francisco, 
CA, 94080, USA 

Abstracts of Papers, 231st ACS National Meeting, 
'Atlanta, GA, United States, March 26-30, 2006 (2006), 
MEDI-133 . American Chemical Society: Washington, D. 
C. 

CODEN: 69HYEC 

Conference; Meeting Abstract; (computer optical disk) 
English 

CXCR3 receptor and its ligands MIG (CXCL9) , IP-10 (CXCL10) and ITAC 
(CXCL11) have been implicated in a variety of inflammatory and autoimmune 
diseases. Cells expressing CXCR3 have been identified in diseased tissue 
from transplant rejection, psoriasis, rheumatoid arthritis and multiple 
sclerosis patients. Moreover, the ligands for CXCR3 (MIG, IP-10, ITAC) 
are upregulated within many of these tissues. Screening of our chemical 
library .; led to the discovery of a novel series of 2 ; 3, 4 , 9-tetrahydro-lH- 
pyrido [3, 4-b] indole derivs. as CXCR3 antagonists. Here we describe the 
optimization of this series that led to the discovery of potent 
antagonists exemplified by (1) . 

L21 ANSWER 6 OF 14 CAPLUS COPYRIGHT 2006 ACS on STN 
ACCESSION NUMBER: 2006:248277 CAPLUS 



SOURCE: 



DOCUMENT 

LANGUAGE 



TYPE: 



AB 



The 



Saloni Sharma 



07/13/2006 




Jaisle 10/789,165 Page 6 



CORPORATE SOURCE: 



SOURCE: 



DOCUMENT TYPE 
LANGUAGE : 

AB 



Francisco, CA, 94080, 



TITLE: Tetrahydroquinolines as CRTH2 antagonists 

AUTHOR (S) : Liu, Jiwen; Wang, Yingcai; Sun, 'Ying; Tang, Lucy; 

Marshall, Derek; Tonn, George; Medina, 

Julio C. 

Chemistry, Amgen Inc, South San: 

USA 

Abstracts of Papers, 231st ACS National Meeting, 
Atlanta, GA, United States, March 26-30, 2006 (2006), 
MEDI-124. American Chemical Society: Washington, D. 

C. ' 

CODEN: 69HYEC 

Conference; Meeting Abstract; (computer optical disk) 
English 

CRTH2 (chemoattractant receptor-homologous mol. expressed on Th2 cells) is 
a G protein coupled receptor expressed on eosinophils, basophils, and T 
helper 2 (Th2) lymphocytes. CRTH2 activation by its ligand, prostaglandin 
D2 (PGD2) , is known to induce eosinophil degranulation and recruitment of 
lymphocytes to inflammatory sites. In addition, PGD2 is released by mast 
cells in large amts, during asthmatic responses. Therefore, it has been 
postulated that blocking CRTH2 could be therapeutically valuable in the 
treatment of asthma, allergic rhinitis and other aliergic diseases. In 
this presentation, we will disclose a series of tetr ahydroquinoline 
derivs.i as high affinity CRTH2 antagonists and we will discuss the 
optimization of their potency and their pharmacokinetic properties. 



L21 ANSWER 7 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : ; 



PATENT ASSIGNEE (S) : 
SOURCE: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2006:32196 CAPLUS 
144:128994 

Tetrahydroquinazolin-4 (3H) -one-related and 
tetrahydropyrido [2, 3-d] pyrimidin-4 (3H) -one-related 
compounds, and their preparation, and pharmaceutical 
compositions for modulating CXCR3 chemokine receptor 
and for treatment of inflammatory and immune 
conditions or disorders 

Fu, Zice; Johnson, Michael G.; Li, An-Rong; 

Marcus, Andrew P.; Medina, Julio C.; 

Bergeron, Philippe; Chen, Xiaoqi; Deignan, Jeffrey; 
Du, Xiaohui; Duquette, Jason A.; Gustin, Darin; 
Mihalic, Jeffrey T. 

Amgen Sf, LLC, USA 
PCT Int. Appl . , 86 pp. 

CODEN: PIXXD2 



DOCUMENT TYPE: 

LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 




WO 2006004925 




A1 




20060112 




WO 2005- 


US23275 




20050628 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


•BW, 


BY, 


BZ, 


CA, 


CH 




: CN, 


CO, 


CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


;eg. 


ES, 


FI, 


GB, 


GD 




: GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


jp. 


KE, 


■KG, 


KM, 


KP, 


KR, 


KZ 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


iMN, 


MW, 


MX, 


MZ, 


NA 




:ng, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


: SC, 


SD, 


SE, 


SG, 


SK 




: sl. 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


: US , 


UZ, 


VC, 


VN, 


YU 




; :ZA, 


ZM, 


ZW 




























RW: 


; AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE 




: is. 


IT, 


LT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


• SK, 


TR, 


BF, 


BJ, 


CF 
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1 . 



CG, 


Cl, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 


GM, 


KE, 
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AB Compds. of formula I where Q is CO, CH2CO, CH2SO, or CH2S02; L is a bond 
or Cl-5 ; alkylene; Al, A2 and A3 are independently selected from CfR'MR 1 ') 
or CO; A4 is C(R')(R'') or NtR 111 ) where each R' and R’ 1 is independently 
selected from H, halo, Cl-8 alkyl, C2-8 heteroalkyl;. Cl-4 fluoroalkyl, 

(hetero) aryl, (hetero) aryl-Cl-8-alkyl, optionally, R 1 and R* ' groups on 
adjacent carbon may be combined to form a 5- or 6-membered fused ring, and 
R f and R' ' groups attached to the same carbon atom may be combined to form 
a 3- to ; 8-membered spirocyclic ring; R* 1 ' is H, Cl-8 alkyl or C2-8 
heteroalkyl; R1 is (hetero) aryl ; R2 is H, halo, Cl-10 (heterocyclo) alkyl, 

C2-10 heteroalkyl, Cl-10 alkylaryl or C2-10 alkylheteroaryl , optionally R2 
may be combined with L to form a 5-, 6-, 7-, or 8-membered ring containing 1-3 
heteroatoms selected from N, 0, or S; R3 is absent or H, CHR6R7, S(0)mR5, 

S (0) mN (R8 ) R9 , N(R8)S02R5, N(R8)CH2R10, or certain aza/cyclic groups; R4 = 
(hetero) alkyl, (hetero) aryl, (hetero) aryl (hetero) alkyl ; where R5 is Cl-8 
alkyl, or C2-8 heteroalkyl, (hetero) aryl ; R6 and R7 ; independently are H, 

Cl-8 alkyl, or C2-8 heteroalkyl; R8 is H, Cl-8 alkyl, C2-8 heteroalkyl, or 
(hetero) aryl; R9 is Cl-8 alkyl or CH2R6, R10 is aryl, m is 0, 1 or 2; with 
provisos; or a pharmaceutical acceptable salt or prodrug thereof are 
disclosed in this invention. The subject compds . were useful for 
treatment of inflammatory and immune conditions and I diseases . Compns . and 
methods . of treatment using the invention compds. are also provided. For 
example, the subject methods were useful for treatment of inflammatory and 
immune disorders and disease such as multiple sclerosis, rheumatoid 
arthritis, psoriasis, and inflammatory bowel disease. Example compound II 
was prepared via conjugate addition of amine III to.;Et vinyl sulfone, followed 
by acylation with in situ-prepared 4-f luoro-3-trif luoromethylphenylacetyl 
chloride and hydrogenation. The invention compds. were useful for 
modulating CXCR3 chemokine receptor (no data) and for treatment of 
inflammatory and immune conditions or disorders (no Mata). 

REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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AB CCR4 is : a chemokine receptor preferentially expressed on Th2 cells and 

plays a major role in the infiltration of T cells into inflamed tissues. 
CCR4 and its ligands, TARC and MDC, are found in increased levels in 
patients with asthma and atopic dermatitis. Therefore, it has been 
suggested that CCR4 inhibitors may represent a novel approach to the 
treatment of these and other immune disorders mediated by Th2 cells. In 
this study, a series of 2-aminothiazole derivs . was . optimized for 
increased CCR4 antagonistic activity and pharmacokinetic properties. We 
will report on the discovery of a series of orally bioavailable, highly 
potent CCR4 antagonists with improved pharmacokinetic properties. 



L21 ANSWER 11 OF 14 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 

LANGUAGE : 

FAMILY ACC. NUM . COUNT 
PATENT INFORMATION: 



CAPLUS COPYRIGHT 2006 ACS on STN 
2004:740142 CAPLUS 
14.1:248743 

CXCR3 antagonists containing N- ■ 
(heteroarylalkyl) acylamides 
Collins, Tassie L.; Johnson, Michael 
G.; Ma, Ji; Medina, Julio C.; 

Miao, Shichang; Schneider, Manfred; 
Tonn, George R. 

Tularik Inc., USA 
PCT Int. Appl . , 43 pp. 

CODEN: PIXXD2 
Patent 
English 
1 




O' 






PATENT 


NO. 






KIND 


DATE 




APPLICATION 


NO. 




DATE 


WO 


2004075863 




A2 




20040910 


WO 2004 -US5960 




20040227 


WO 


2004075863 




A3 




20041209 
















W: 


: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, BB, 


BG, BR, 


;bw. 


BY, 


BZ, 


CA, CH 






: CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, DZ, 


EC, EE, 


;eg, 


ES, 


FI, 


GB, GD 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, IS, 


JP, KE, 


KG, 


KP, 


KR, 


KZ, LC 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, MG, 


MK, MN, 


: MW, 


MX, 


MZ, 


NA, NI 




RW 


:BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, SL, 


SZ, TZ, 


:UG, 


ZM, 


ZW, 


AT, BE 






BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, FI, 


FR, GB, 


; GR, 


HU, 


IE, 


IT, LU 






i MC, 


NL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, BF, 


BJ, CF, 


iCG, 


Cl, 


CM, 


GA, GN 






;gq, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












US 


2004242498 




A1 




20041202 


US 2004-789165 




20040226 


EP 


1603896 






A2 




20051214 


EP 2004-715730 




20040227 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, GR, 


IT, LI, 


LU, 


NL, 


SE, 


MC, PT 






: IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, AL,. 


TR, BG, 


CZ, 


EE, 


HU, 


SK 


:ITY 


APPLN . 


INFO 


, : 










us- 2003-451157P 




P 20030227 




















WO 2004-US5960 




W 20040227 



OTHER SOURCE (S 
AB 



MARPAT 141:248743 
Compds.; compns. and methods that are useful in the : treatment of 
inflammatory and immune conditions and diseases are -provided herein. In 
particular, the invention provides compds. which modulate the expression 
and/or function of a chemokine receptor. The subject methods are useful 
for the : treatment of inflammatory and immunoregulatory disorders and 
diseases, such as multiple sclerosis, rheumatoid arthritis and type I 
diabetes. 
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AB Title compds . I [wherein X = a bond, CO, CR5R6 , CR5 : , SO, S02, or N: ; Z = 
a bond, ; N: , 0, S, NR17, or CR7 : ; with the proviso that X and Z are not 
both a bond; L = CO-alkylene or (hetero) alkylene ; Q = (hetero) alkylene, 

CO, 0C0, NR8C0, CH2C0, CH2SO, or CH2S02; or NLQ = heterocyclyl ; R1 and R2 
= independently H, (hetero) alkyl , or (hetero) aryl ; or CR1R2 = 

(hetero) cyclyl ; or CNR2L = heterocyclyl; R3 = OH, alkoxy, NH2, 

(di ) alkylamino, heteroalkyl, heterocyclyl, acylaminpamidino, guanidino, 
ureido, CN, heteroaryl, carbamoyl, or carboxy; R4 = (hetero) alkyl , 

(hetero) aryl , etc.; R5 and R6 = independently H, (hetero) alkyl , or 
(hetero) aryl; or CR5R6 = a ring; R7 and R8 = independently H, 

(hetero) alkyl, or (hetero) aryl ; Y1 and Y2 = independently CR12: N:, O, S, 
or NR1 3 ; Y3 = N or C, wherein C shares a double bond with either Z or Y4; 
Y4 = NR14 , CR14 : , N:, NR14CR15R16; R12 = H, halo, OH, NH2 , (di ) alkylamino, 
(hetero) alkyl, or (hetero) aryl, with provisos; R13 - H, (hetero) alkyl, 
(hetero) aryl, etc.; R14 = (hetero) alkyl, (hetero) aryl, etc.; R15 and R16 = 
independently H or (hetero) alkyl; R17 = H, (hetero) alkyl , (hetero) aryl, 
etc.; with provisos] were prepared as chemokine receptor modulators, in 
particular CXCR3 antagonists. For example, anthranilic acid was acylated 
with propionyl chloride and the amide cyclized using acetic anhydride to 
give 2-ethylbenzo [d] [ 1 , 3 ] oxazine-4-one . Treatment with 4-f luoroaniline, 
followed by ethylene glycol and NaOH afforded 2-ethyl-3- ( 4-f luorophenyl ) - 
3H-quinazolin-4-one . Bromination and stepwise addition of 
l-amino~2-methoxyethane and decanoyl chloride produced the decanoic acid 
(quinazolinylethyl ) (methoxyethyl ) amide II. Approx, one third of the 101 
invention compds. tested in a CXCR3 binding assay displayed activity with 
IC50 values of < 1 jrM. I are useful for the treatment of inflammatory 
and immunoregulatory disorders and diseases, such as multiple sclerosis, 
rheumatoid arthritis, and type I diabetes (no data) . 
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The present invention is directed to compds . which are modulators of CCR4 
chemokine receptor function and are useful in the prevention or treatment 
of inflammatory conditions and diseases such as allergic diseases, 
psoriasis, atopic dermatitis and asthma. The invention is also directed 
to pharmaceutical compns . comprising these compds. and the use of these 
compds .; and compns. in the prevention or treatment of diseases in which 
CCR4 chemokine receptors are involved. Compds. and ; compns . are provided 
that bind to the CCR4 chemokine receptor and which are useful for treating 
diseases associated with CCR4 activity, such as contact hypersensitivity. 
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AB Type 2 diabetes affects approx. 8 % of adults in the United States. Some 
risk factors - elevated plasma glucose concns. in the fasting state and 
after an oral glucose load, over-weight, and a sedentary lifestyle - are 
potentially reversible. We hypothesized that modifying these factors with 
a lifestyle-intervention program or the administration of metformin would 
prevent: or delay the development of diabetes. We randomly assigned 3234 
nondiabetic persons with elevated fasting and post-load plasma glucose 
concns. to placebo, metformin (850 mg twice daily), :or a 

lifestyle-modification program with the goals of at least a 7 % weight loss 
and at least 150 min of phys . activity per wk. The -mean age of the 
participants was 51 yr, and the mean body-mass index (the weight in kilograms 
divided by the square of the height in meters) was 34.0; 68 % were women. 
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and 45 % were members of minority groups. The average follow-up was 2.8 yr. 
The incidence of diabetes was 11.0, 7.8, and 4.8 cases per 100 
person-years in the placebo, metformin, and life-style groups, resp. The 
lifestyle intervention reduced the incidence by 58 % (95 % confidence 
interval, 48 to 66 %) and metformin by 31 % (95 % confidence interval, 17 
to 43 %), as compared with placebo; the lifestyle intervention was 
significantly more effective than metformin. To prevent one case of 
diabetes during a period of three years, 6.9 persons would have to 
participate in the lifestyle-intervention program, and 13.9 would have to 
receive : metformin . Lifestyle changes and treatment ; with metformin both 
reduced the incidence of diabetes in persons at high risk. The lifestyle 
intervention was more effective than metformin. 
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AB Compds.; compns . and methods that are useful in the 
inflammatory and immune conditions and diseases are 

particular, the invention provides compds. which modulate the expression 
and/or function of a chemokine receptor. The subject methods are useful 
for the : treatment of inflammatory and immuno regulatory disorders and 
diseases, such as multiple sclerosis, rheumatoid arthritis and type I 
diabetes. 

473719-41-4P 

RL: RCT ; (Reactant) ; SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); RACT (Reactant or reagent); 

USES (Uses) 

(CXCR3 antagonists containing N- (heteroarylalkyl ) acylamides for treatment 
of CXCR3-mediated conditions) 

473719-41-4 CAPLUS 

Ben zeneacet amide, N- [ (1R) -1- [3- ( 4 -ethoxyphenyl ) -3, 4-rdihydro-4- 
oxopyrido [2, 3-d] pyrimidin-2-yl ] ethyl] -N- ( 3-pyridinyimethyl ) -4- 
( trif ludromethoxy) - (9CI) (CA INDEX NAME) 



RN 

CN 



Absolute stereochemistry. 
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CN Benzeneacetamide, N- [ (1R) -1- [3, 4-dihydro-3- ( 4-hydroxyphenyl ) -4- 
oxopyrido [2 , 3-d] pyrimidin-2-yl ] ethyl ] -N - ( 3-pyridinylmethyl ) -4- 
( trif luoromethoxy) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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oxopyrido [2, 3-d] pyrimidin-3 (4H) -yl]phenyl (9CI) (CA INDEX 



ethyl] -4 - 
NAME) 



Absolute stereochemistry. 
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AB Title compels . I [wherein X = a bond, CO, CR5R6, CR5 : , SO, S02, or N: ; Z = 
a bond, :N:, 0, S, NR17, or CR7 : ; with the proviso that X and Z are not 
both a bond; L = CO-alkylene or (hetero) alkylene; Q;= (hetero) alkylene, 

CO, OCO, NR8C0, CH2C0, CH2SO, or CH2S02; or NLQ = heterocyclyl ; R1 and R2 
= independently H, (hetero) alkyl, or (hetero) aryl ; or CR1R2 = 

(hetero) cyclyl; or CNR2L = heterocyclyl; R3 = OH, alkoxy, NH2 , 

(di) alkylamino, heteroalkyl, heterocyclyl, acylaminoamidino, guanidino, 
ureido, .CN, heteroaryl, carbamoyl, or carboxy; R4 =. (hetero) alkyl , 

(hetero) aryl , etc.; R5 and R6 = independently H, (hetero) alkyl, or 
(hetero) aryl ; or CR5R6 = a ring; R7 and R8 > independently H, 

(hetero) alkyl, or (hetero) aryl ; Y1 and Y2 = independently CR12: N:, 0, S, 
or NR13; Y3 = N or C, wherein C shares a double bond with either Z or Y4; 

Y4 - NR14, CR14 : , N:, NR14CR15R16; R12 = H, halo, OH, NH2 , (di ) alkylamino, 
(hetero) alkyl, or (hetero) aryl, with provisos; R13 = H, (hetero) alkyl , 
(hetero) aryl, etc.; R14 = (hetero) alkyl, (hetero) aryl, etc.; R15 and R16 = 
independently H or (hetero) alkyl ; R17 = H, (hetero) alkyl , (hetero) aryl , 
etc.; with provisos] were prepared as chemokine receptor modulators, in 
particular CXCR3 antagonists. For example, anthranilic acid was acylated 
with propionyl chloride and the amide cyclized using acetic anhydride to 
give 2-ethylbenzo [d] [1, 3] oxazine-4-one . Treatment with 4-f luoroaniline, 
followed by ethylene glycol and NaOH afforded 2-ethyl-3- ( 4-f luorophenyl ) - 
3H-quinazolin-4-one . Bromination and stepwise addition of 
l-aminoj2-methoxyethane and decanoyl chloride produced the decanoic acid 
(quinazolinylethyl) (methoxyethyl) amide II. Approx. : one third of the 101 
invention compds . tested in a CXCR3 binding assay displayed activity with 
IC50 values of < 1 jaM. I are useful for the treatment of inflammatory 
and immunoregulatory disorders and diseases, such as multiple sclerosis, 
rheumatoid arthritis, and type I diabetes (no data) • 

IT 47 3720-05-7 P 

RL: PAC : (Pharmacological activity); RCT (Reactant ); i SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(CXCR3 antagonist; preparation of N- (heteroarylalkyl ) acylamides as CXCR3 
antagonists for treatment of inflammatory or immune conditions) 

RN 473720-05-7 CAPLUS 

CN Benzeneacetamide , N- [ 1- [ 3, 4-dihydro-4-oxo-3- [ 4- (2, 2, 2- 
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trif luoroethoxy) phenyl ] pyrido [2 , 3-d] pyrimidin-2-yl ] ethyl] -N- ( 3- 
pyridinylmethyl) -4- ( trif luoromethoxy) - (9CI) (CA INDEX NAME) 




IT 4 7371 9-4 1-4 P 473720-06-8P 473720-30-8P 

RL: PAC :( Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(CXCR3 antagonist; preparation of N- (heteroarylalkyl ) acylamides as CXCR3 
antagonists for treatment of inflammatory or immune conditions) 

RN 473719-41-4 CAPLUS 

CN Benzeneacetamide, N- [ (1R) -1- [3- ( 4-ethoxyphenyl ) -3, 4-dihydro-4- 
oxopyrido [2, 3-d] pyrimidin-2-yl ] ethyl] -N- ( 3-pyridinylmethyl ) -4- 
(trif luoromethoxy) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 




RN 473720-06-8 CAPLUS 

CN Benzeneacetamide, N-[l-[3,4,5,6,7, 8-hexahydro-4-oxo-3- [ 4 - (2, 2 , 2- 
tr if luoroethoxy) phenyl ] pyrido [ 2 , 3-d] pyrimidin-2-yl ] ethyl] -N- (3- 
pyridinylmethyl) -4- (trif luoromethoxy) - (9CI) (CA INDEX NAME) 
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RN 473720-30-8 CAPLUS 

CN Benzeneacetamide, N- [ (IS) -1- [3- (4-ethoxyphenyl) -3, 4-dihydro-4- 
oxopyrido (2, 3-d] pyrimidin-2-yl] ethyl] -N- (3-pyridinylmethyl) -4- 
(trif luoromethoxy) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation ( + ) . 




REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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COPYRIGHT (C) 2006 American Chemical Society (ACS) 
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MOST RECENT CITATIONS FOR PATENTS FROM MAJOR ISSUING AGENCIES 
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US 2006118302 08 JUN 2006 

DE 102004052060 27 APR 2006 

EP 1650181 26 APR 2006 

JP 2006111933 27 APR 2006 

WO 2006053912 26 MAY 2006 
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Express query preparation. 
US2004-789165/AP 



ributes must be viewed using STN 
9 SEA FILE=REGISTRY SSS FUL LI 

1 SEA FILE=CAPLUS ABB=0N PLU=0N 
15 SEA FILE=REGISTRY ABB=0N PLU=ON (1121-60-4/BI OR 156-43-4/BI 

OR 4315-07-5/BI OR 473719-41-4/BI OR 473720-8 9-7 /BI OR 
473720-92-2/BI OR 5345-47-1/BI OR 752244-90-9/BI OR 752244-91-0 
/BI OR 7522.44-92-1/BI OR 752244-93-2/BI OR 752244-94-3/BI OR 
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PRIORITY APPLN. INFO.: US 2004-583823P 20040628 
GI 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Compels, of formula I where Q is CO, CH2CO, CH2SO, or CH2S02; L is a bond 
or Cl-5 ■ alkylene; Al, A2 and A3 are independently selected from C(R') (R ,! ) 
or CO; A4 is C ( R ’ ) ( R ' f ) or N(R ,,t ) where each R 1 and R* ' is independently 
selected from H, halo, Cl-8 alkyl, C2-8 heteroalkyl, Cl-4 fluoroalkyl, 

(hetero) aryl, (hetero) aryl-Cl-8-alkyl , optionally, R' and R 1 1 groups on 
adjacent carbon may be combined to form a 5- or 6-membered fused ring, and 
R* and R 1 1 groups attached to the same carbon atom may be combined to form 
a 3- to ; 8-membered spirocyclic ring; R* 1 ' is H, Cl-8 alkyl or C2-8 
heteroalkyl; R1 is (hetero) aryl ; R2 is H, halo, Cl-io (heterocyclo) alkyl , 

C2-10 heteroalkyl, Cl-10 alkylaryl or C2-10 alkylheteroaryl , optionally R2 
may be combined with L to form a 5-, 6-, 7-, or 8-membered ring containing 1-3 
heteroatoms selected from N, O, or S; R3 is absent or H, CHR6R7 , S(0)mR5, 

S (0) mN (R8 ) R9, N(R8)S02R5, N(R8)CH2R10, or certain aza/cyclic groups; R4 = 
(hetero) alkyl, (hetero) aryl, (hetero) aryl (hetero) alkyl ; where R5 is Cl-8 
alkyl, or C2-8 heteroalkyl, (hetero) aryl ; R6 and R7 ; independently are H, 

Cl-8 alkyl, or C2-8 heteroalkyl; R8 is H, Cl-8 alkyl, C2-8 heteroalkyl, or 
(hetero j aryl; R9 is Cl-8 alkyl or CH2R6, R10 is aryl, m is 0, 1 or 2; with 
provisos; or a pharmaceutical acceptable salt or prodrug thereof are 
disclosed in this invention. The subject compds . were useful for 
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compounds, and their preparation, and pharmaceutical 
compositions for modulating CXCR3 chemokine receptor 
and for treatment of inflammatory and immune 
conditions or disorders 

Fu, Zice ; Johnson, Michael G.; Li, An-Rong; Marcus, 
Andrew P.; Medina, Julio C.; Bergeron, Philippe; Chen, 
Xiaoqi; Deignan, Jeffrey; Du, Xiaohui; Duquette, Jason 
A.; Gustin, Darin; Mihalic, Jeffrey T. 
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PCT Int. Appl . , 86 pp. 

CODEN: PIXXD2 
Patent 
English 
1 



07/13/2006 




Jaisle 10/789 , 165 Page 29 



treatment of inflammatory and immune conditions and : diseases . Compns . and 
methods of treatment using the invention compds . are also provided. For 
example, the subject methods were useful for treatment of inflammatory and 
immune disorders and disease such as multiple sclerosis, rheumatoid 
arthritis, psoriasis, and inflammatory bowel disease. Example compound II 
was prepared via conjugate addition of amine III to-Et vinyl sulfone, followed 
by acylation with in situ-prepared 4-f luoro-3-trif luoromethylphenylacetyl 
chloride and hydrogenation. The invention compds. were useful for 
modulating CXCR3 chemokine receptor (no data) and for treatment of 
inflammatory and immune conditions or disorders (no 'data). 

MSTR 1 




G1 = 20-13 21-9 




G2 = C(O) 

G3 = bond 

G4 = 14-164 15-166 




14 

G8 = 120 




G40 

G12 = 65 




G25 - 141 : 
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ii— < 343 



G32 = 128 



G40 = OH 

G42 = 7 



/CH-G9 

/ G1 - 9 \ 

G32 G3-G12 



G46 = OCF3 

Patent location: 
Note: 

Note: 

Note: 

REFERENCE COUNT: 



claim 1 

or pharmaceutically acceptable salts, or prodrugs 

substitution is restricted 

additional ring formation also claimed 

THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Preparation of fused pyrimidine : derivatives as CXCR3 
receptor modulators for prevention and treatment of 
inflammatory and immunoregulatoty conditions 
Fu, Zice; Johnson, Michael G.; Li, An-Rong; Marcus, 
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Xiaoqi; Deignan, Jeffrey; Du, Xiaohui; Duquette, Jason 
A.; Gustin, Darin; Mihalic, Jeffrey T. 
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AB Title compels. I [Al, A4 = independently CH and derivs., N; Q = a bond, 

hetero/alkylene, CO, CH2CO, etc.; L = a bond, alkylene; X = CH2 , S02, CO; 

Ra = H, • OH and derivs., halo, etc.; n = 0-4; R1 = hetero/aryl; R2 = H, 
halo, hetero/alkyl, etc.; or R2 may be combined with L to form a 5- to 
8-membered ring containing 1-3 heteroatoms; R3 = absent, H, SR5 , NHS02R5, 
piperidin-4-yl, etc.; R3 may be combined with R2 to : form a 4- to 
8-membered ring containing 1-3 heteroatoms; R5 = hetero/alkyl, hetero/aryl; R4 
= hetero/alkyl, hetero/aryl, etc.; and their pharmaceutically acceptable 
salts and prodrugs] were prepared as chemokine receptor CXCR3 modulators (no 
data). Two biol. assays are given. Thus, reductive amination of 
l-isopropylpiperidine-4-carboxaldehyde with 2- ( (1R) - 1-aminoethyl ) -3- (4- 
ethoxyphenyl ) -4 (3H) -quinazolinone, and acylation of: the amine intermediate 
with [ 4-fluoro-3- ( trif luoromethyl ) phenyl ] acetic acid gave quinazolinone 
II. I are useful for the treatment of inf lammatory : and immune disorders 
and diseases, such as multiple sclerosis, rheumatoid arthritis, psoriasis, 
and inflammatory bowel disease (no data) . 
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